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(54) PREPARATION OF ETHYLAMINE DERIVATIVES 

o^^J'^^i^^^AL UimED, a Company 
Australia, of 33 Albert Road Mdhonrn- e State of Victona, Commonwealth df 
declare the invention for Sw^nravX^ ^ Au ? riaKa 3004 ' do hereby 
method by which it is to be Performed to L W £ gran . ted t0 us - ■«« the 
following statement:— ^ 60 10 be Particularly described in and by the 

derivI!i e ves PreSent iDVenti ° n relates to * Process for preparing ethylamine 
The mvention provides a process for preparing compounds of formula I 




£5Ss^^^ a*yl) which 




IV 



ffig? R ^ * «•«' defined A°°ve and X is halogen) using platinum oxide as 

supeStmo^ * Preferably carried out at 

about I000p P sj.?n5X r o^ at pressures of 

in the range 63— 95°A when nlatiW. „vm • e h y<";ogenation step is usually 
dehalogenationandre^cSroftKZnoS^^ "*? £ S***!* and °oth 
a single step whereas oSiefwtalvsts ^ffi ?«r //f rm . ula(IV)c , an °e achieved in 
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(wherein R and Rj independently represent hydrogen or C— C alkyl) 




100"C 
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(63.2%-95% yield) 

interm'S,- ! ,t« m ^ U », nds P rodu . ced according to the invention are useful as 
^™, B1 *f Preparation of the pharmaceutical^ useful (bronchodilatort 

fV&J^^^^^ff 1 ^ **~ P " tent s ' 3 700°6?2 a a°n r j 
The invention is illustrated in the following Example: 

EXAMPLE 

25'C ^was affd VHf ^W^ SO f tI, 2 ^ 2 ,itres "Methanol cooled to 
n d rZ^*\r • 684 f (° 89 - 5m l: 7.68 moles) of 2-nitropropane after which 360 4s 
& is t ,CS) 0f P'P" 0 ." 31 were added. The solution was stirred at room temperature 
for 18 hours, cooled in an ice bath and acidified with 2.4 litres oflN 
The resulting mixture was diluted with 5 litres "of •STTf't 

gft^r s ?J? h ?« d off and add^d tol rfEfttaSnSf 187 fifrj 
moles) of sodium bisulphate in 12 litres of water. The mixture "was stirred i£r is 

wun etner. lhe organic layer was separated off washed with hrin* aSZa i 
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(b) lJ-Dimethyl-2<hbro-2j3,4wethylenedioxwhenyl)nitroethane 

A solution of 242.8g (1.016 moles) of l,Mimethyl.2-hydroxy-2^3,4- 
methylenedioxyphenyl)nitroethane in 500ml of benzene was treated with 139g 
(84ml, 1,17 moles) of thionyl chloride, after which the mixture was refluxed for 4 

5 hours, cooled slightly and concentrated to a dark yellow oil which crystallised on 5 
cooling and seeding. The resulting solid was broken up and dispersed in 150ml of 
2 - propanol after which it was separated, washed twice with cold 2 - pro- 
panol and dried to give "crude 1,1 - dimethyl-2-chloro-2-(3,4-methylenedioxy- 
phenyl)nitroethane as a light yellow solid m.p. 63— *6°C (yield 230.9g). A 20l.3g 

10 portion of the crude product was treated with "Darco" (Trade Mark) activated 10 
carbon and recrystalhsed from 402ml of SDA— 30 to give 181.6g (79.6%) of the 
pure product as a white solid m.p. 65 — 67°C). 

(c) !J-Dimethy!-2j3.4-methylenedioxyphenyl)ethylamine 

A mixture of 51.52g (0.2 mole) of l,l-dimethyi-2-chloro-2-(3,4-methylenedioxy- 
1 5 phenyI)nitroethane, 2.0g of 83.8 weight % purity platinum oxide, 1 3.0g (0.22 mole) 1 5 
of sodium acetate and 4.0g of "Darco* in 96ml of acetic acid and 500ml of 
SDA— 30 was stirred under a hydrogen atmosphere at 1000 p.s.i. and 100°C for a 
period of 5 hours, after which uptake of hydrogen ceased. The solution was cooled 
, and filtered, and the filtrate was concentrated to an oil which was treated with 
20 400ml of water. The mixture was extracted twice with ether, after which the 20 
aqueous layer was made alkaline by addition of 20% aqueous sodium hydroxide 
and extracted four times with chloroform. The combined extracts were filtered 
through "Dicalite (Trade Mark) diatomaceous earth product, washed with water, 
dried and concentrated to a light yellow oil which was distilled using a 2 inch 19/30 
25 joint size distillation column to give l,l-dimethyl-2-(3,4-methylenedioxy- 25 
phenyl)ethlyamine as a clear colourless oil, b.p. 68— 85°C 0.6—0.04 ram Hg 
(Yield 24.4g, 63.2%). 5 

ANALYSIS 

Calculated for C n H u N0 2 : C, 68.37%; H, 7.82%; N, 7.25%. 
30 Found: C, 68.15%; H, 7.16%; N, 7.16%. 30 

WHAT WE CLAIM IS:— 

L A process for preparing a compound of formula I 




(wherein R and R 1 independently represent hydrogen or C, — C 4 alkyl) which 
35 comprises catalytically hydrogenating a compound of formula IV 35 



IV 



(wherein R and R 1 are as defined above and X is halogen) using platinum oxide as 
catalyst. 

2. A process as claimed in Claim 1 wherein said hydrogenation is carried out 

40 at a pressure of about 1000 psi and at a temperature of about 100°C. 40 

3. A process as claimed in Claim 1 or Claim 2 wherein R and R 1 are both 
methyl. 

4. A process as claimed in any one of Claims 1 to 3 wherein X is chlorine. 

5. A process as claimed in Claim 1 and substantially as hereinbefore described 

45 in section c of the Example. 45 
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6. A compound of formula I whenever prepared by a process as claimed in 
any one of the preceding Claims. 

7. A process as claimed in any one of Claims 1 to 5 wherein the compound of 
formula IV is prepared by halogenating a compound of formula III 




m 



(wherein R and R 1 independently represent hydrogen or C, — C 4 alkyl). 

8. A process as claimed in Claim 7 and substantially as hereinbefore described 
in sections b and c of the Example. 

9. A compound of formula I whenever prepared by a process as claimed in 

10 Claim 7 or Claim 8. iO 

10. A process as claimed in Claim 7 or Claim 8 wherein the compound of 
formula III is prepared by treating piperonal or a functional derivative thereof 
with a compound of the formula II 



15 (wherein R and R l independently represent hydrogen or C, — C 4 alkyl). 15 

11. A process as claimed in Claim 10 and substantially as hereinbefore 
described in the Example. 

12. A compound of formula I whenever prepared by a process as claimed in 
Claim 10 or Claim 11. 

W. H. BECK, GREENER & CO., 
7 Stone Buildings, 

Lincoln's Inn, 
London WC2A 3SZ. 
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